
l\— ^ A method for in vitro production of bone tissue, comprising the steps of: 

(a) \applying undifferentiated mammalian cells on a substrate; 

(b) direojv contacting said cells with a culture medium for a sufficient time to 
produce a continuous mineralised or non-mincraliscd matrix having a thickness of at 
least 0.5 \xm\ \ 

(c) removing the substrate with ihc matrix from the culture medium. 

2. A method according to\laim 1, wherein said undifferentiated mammalian cells 
arc bone marrow cells, especially stromal cells. 

3. A method according to claim IV wherein in snid cells arc autologous cells. 

4. A method according to claim 1, wftcrcin in step (a) the cells arc applied at a 
rate of 10 3 to 10 6 cells per cnr. \, 

5. A method according to claim 1, wherein the culture medium used in step (b) 
is a conditioned liquid culture medium. \ 

6. A method according to claim 5, wherein the cultVc medium used in step (b) 
is conditioned by prior exposure to viable marrow ceils. \ 

7. A method according to claim 1, wherein in step (b) the cells are contacted with 
the culture medium until a matrix layer of 1-100 um. in particular of 10-50 \im has 
been produced. \ 

8. A method according to claim L wherein m step (b) the cells arc contacted with 
the culture medium for at leasr 2 weeks. \ 

9. A method according to claim ], for the provision of load-bearing imWnts. 
joint prostheses, maxillofacial implanis or special surgery devices. \ 
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10. A m\hod of producing active factors such as growth factors, comprising the 
steps of: 

(a) applying undifferentiated mammalian cells on a substrate; 

(b) directly contacting said cells with a culture medium for a sufficient time to 
produce growth factors; 

(c) removing the substkitc with the matrix from the culture medium; 

(d) recovering the active fetors from the culture medium. 



A method according to claim 10. wherein in step (b) ihc cells arc contacted 
with the cDtH«^ medium for at least 2 weeks. 

ft- 

12. A method of restorm?^8>4oad-beanna structure m a mammal, including man, 
comprising introducing a substrate coatc3^*tt4^coniinu()us matrix produced according 
to claim 1 as an implant into the site of the structure ^oTTt^-tc^torcd. 




